mediated S delivery to Isu (Fig 1) [7, 12, 13] . Work described in the articles by Yoon et al. [14] and Roche et al. [15] now provide remarkable in vivo complements to the pioneering biochemical studies.
Although Yfh1 inactivation causes severe metabolic defects in yeast, the Dancis group was able to isolate a fast-growing strain that bypasses the Yfh1 requirement [16] . Given the endosymbiotic lifestyle of the Rickettsia, and its possible role in primordial acquisition of mitochondria, Roche et al. make the credible suggestion that the dependence of "Frataxin" for [Fe-S] cluster synthesis was acquired from bacteria, rather than independently within the established Eukaryotic lineage.
These two complementary studies have led to the amazing observation that substitution of a single amino acid carried within the ancient IscU family of proteins can lead to a profound alteration in the function of an associated accessory component, as either an activator or as an apparent inhibitor of the cluster assembly process. They also provide strong in vivo evidence to support a growing body of elegant biochemical studies that have demonstrated an important role for the Frataxin family of proteins in modulating intermolecular S-transfer during [Fe-S] cluster biosynthesis. Finally, they highlight the central importance of the IscU-type of molecular scaffold that, save for the effects of one amino acid variation, appears to have a structure and mechanism that has been conserved through time and throughout nature.
